CORRESPONDING 



NUCLEOTIDE 



ACT 




_ /-REF. SEQ. 
T A A T T G G-^ 

A--— PROBE FROM FIRST PROBE SET 
Al CORRESPONDING PROBES 
A > FROM SECOND, THIRD AND 
A J FOURTH PROBE SETS 



INTERROGATION 
POSITION 



FIG. 1 



ACTGTTAGCTAATTGG 
G G G C A A m C G AGGGGGG 



-REF. SEQ. 

-PROBE FROM FIRST PROBE SET 



LEADING SEGMENT OF TRAILING 

SEQUENCE COMPLEMENTARITY SEQUENCE 



FIG. 2 



C\J 



c 

O 
h- 

O 



+ 
O 

o 



o 

I— 
o 



h- 
<c 
<c 
< 

<: 
(— 

< 
ej 
<t 

<t 
<: 
<t 
<c 
<c 
<c 
<^ 

< 



CO 
Qh 

< CO 
QLU 

a: 95 
x° 

^ Ol 

Qx 
lu o 

CO LL_ 



O 
a. 

CO 
LU 

cc 

X 
O 

o 
g 

CO 

O 



O 

CD 
O 
X 

cr 

UJ 



CO 
Qh 

<co 

QUI 

CCG3 

^ X 

QX 
ZH 
OCC 

o=> 

LU O 
CO Li_ 



O 
CL 
CO 
LU 
X 
DC 
O 
O 

g 



o 

Q_ 
CO 
LU 
DC 
X 
O 
O 

z: 

g 

CO t 



CO 

O 

X 



_ LU 
< CO 
Q LU 
DC CO 



CO 
O 

x 



O rQ cz 



y x 

CD 
O 
X 
X 
LU 



O 
X 
1 X 

Qx 

OOC 
o => 



< 
o 
o 

X 
X 

_ _ LU 

UJ O h- 
co u_ 2: 



a a a a 
u u u u 

CD CD CD CD 
4J-M-M-M 



4J-M-M-M 



cd cd cd en 

+j +j -M 

a a a C3 
u u u u 

CD CD CD CD 



Z UJ 

eg 

tr lu 
co x 
Olu 
x x 

LU 
X 




m m m 



CO 

CD 



<: 

I— 
<c 
<c 
<£ 

I— 

<t 

<t 

<t 
<c 

< 

< 
<£ 




m 
o 



CO 

CD 



mmm mmm mmm 



t UJ 

O ixi 

Q_ LU 
UJ 
(X 



2 UJ 

§CO 

t CD 

coo 
Ooc 
cl a. 



c 



CM 
+ 

c 



n 1 n 2 n 3 n 4 n5 /-REF. 
ACTGTTAGCTAATTGG 



A-LANE T 

C-LANE T 

G-LANE T 

T-LANE T 




WT. LANE TGSC GAEfc A« C/@T AAT]G 

FIG. 4 



ACTGTTAGCTAATTGG 
TC G@TT A. 
5 I 

AATCG0T 
5' I 3' 



3' 



CENTRAL 

INTERROGATION 

POSITION 

3' 

INTERROGATION 
POSITION 



TEAACC 5' 
5' I 3' INTERROGATION 

POSITION 



FIG. 43 



GGGXCCCTTAF 

CCC0GGG 
CCCQGGG 
CCC0GGG 
CCCCDGGG 

gjGGGAAT 
GGG AAT 
GGGAAT 
GGGAAT 

FIG. 4C 



T 


A 


A 


A 


G 


T 


A 


A 


G 


A 


c 


A 


T 


A 


A 


C 


1 










w,. 






























m 












































# 


















# 








# 
































G 


G 


c 


T 


G 


A 


c 


G 


T 


C 


A 


G 


C 


A 


A 


T 


















m 
















% 


m 


































m 






















































# 







REFERENCE SEQUENCE 

A-LANE 

C-LANE 

G-LANE 

T-LANE 

REFERENCE SEQUENCE 

A-LANE 

C-LANE 

G-LANE 

T-LANE 



3 ' -CCGACTACAGTCGTT 
3'-CCGACTCCAGTCGTT 
3 ' -CCGACTGCAGTCGTT 
3 ' -CCGACTTCAGTCGTT 



FIG. 5 



n CORRESPONDING NUCLEOTIDE 
ACTGTTAGCTAATTGG- — REF. SEQ. 



INTERROGATION 
POSITION 




PROBE FROM FIRST SET 
DELETION PROBE 



INSERTION 
PROBES 



INSERTED 
NUCLEOTIDE 



NTERROGATION 
POSITION 



FIG. 6 



^-CORRESPONDING NUCLEOTIDES 
CTGTTAGCTAATTGG— REF- SEQ. 

C S A (D C SI A-^_ PROBE FROM FIRST SET 
li l 2 b INTERROGATION POSITIONS 



C 
C 
C 



A T C G A 
A T C G A 
A T C G A 



CORRESPONDING PROBES 
-FROM SECOND. THIRD AND 
FOURTH PROBE SETS 




CORRESPONDING PROBES 
FROM FIFTH, SIXTH AND 
SEVENTH PROBE SETS 



C A A T C 
C A A T C 
C A A T C 



A 
A 
A 



CORRESPONDING PROBES 
-FROM EIGHTH, NINTH AND 
TENTH PROBE SETS 



FIG. 7 





T T G G-" REF. SEQ. 



INTERROGATION POSITIONS 




INTERROGATION POSITIONS 



FIG. 8 



A t 




n CORRESPONDING NUCLEOTIDE 
C G G G AJPC_ ppjQBE FROM FIRST PROBE SET 

r A T] CORRESPONDING PROBES 
CAT ^FROM SECOND, THIRD AND 
C A T J FOURTH PROBE SETS 

~ HELPER MUTATION 
INTERROGATION POSITION 



FIG. 9 



1 * ■ 



Wt1 

ml 
wt2 
m2 
wt3 



BASE 
A 
C 
G 
T 



POSITION 

n _2 n-1 n n+1 n+2 
wmwmwmwmwm 



cNaCgag . 
cNaTgag . 
caNCgag . 
caNTgag . 
caaNgag . 




. . caaTgNg , 
. . caaCgNg. 
. . caaTNag . 
. . caaCNag , 
. . caaNgag . 



^ EXACT COMPLEMENT 



SINGLE BASE-PAIR MISMATCH 



WILD-TYPE SEQUENCE: 5 ' =AGGTCAACGAGCAA=3 
MUTANT SEQUENCE: 5 ' =AGGTCAATGAGCAA=3 



m3 
wt4 
m4 
wt5 
m5 



FIG. 10 



BASE 

A" 

c" 

G" 
T" 



POSITION 

n-2 n-1 n n+1 n+2 
wmwmwmwmwm 



cNaCgag . 
cNaTgag . 
caNCgag . 
caNTgag . 
caaNgag . 



11 



I 



. caaTgNg . 
. caaCgNg . 
. caaTNag . 
. caaCNag . 
. caaNgag . 



§| EXACT COMPLEMENT 

WILD-TYPE SEQUENCE: 5 ' =AGGTCAACGAGCAA=3 ' 
MUTANT SEQUENCE: 5 ' =AGGTCAATGAGCAA=3 1 

FIG. 11 



on 



CO 



c 

i * 

aiS 

|3* 



u 
<r 
HI 
<r I 
CP I 
CP I 
cc I 



'J 
Z 

3 

cr 
o 
w 

8 - 

< ft) 



i 



<r 

<x 

o 

^1 

H| 
«l 

H 
H 



H 

H 
H 
<z I 
<r I 
H I 
cp I 



|C9 



I c: 

In 



1 




4J 



c 
o 



3 



C 

5 



JQ 

<<<<<< ^ 




08 09 Ofr 02 0 



(punoj6>peq joj paisn(pe) Ajisuajui 




(QNnoyoMOva yod aaisnrav) aiisn3±ni 




3 



ID 

0} % CO 
CO 

P-i 0) 0) 0) N +> 

qj I p e e g jd 

pX3 <tf rt3 <d 





Co 



sf ra 




<r 

H 

<c 
<n 

<c 

<E 
H 

o 

H 

O 



in 



9 < 




o 
o 

CO 



o 
in 
caj 



o 
o 

CAJ 



o 

LO 



o 
o 



o 

ID 



— I — 

o 



(QNnocJO>i3va dOd Q3isnrav) aiisnbini 




(ONnodO>iDva aod aaisnrav) aiisneini 



c > 



* * ^ 




CO ^ 

CDS 



o 
o 



CD 
\— 

cd 

CD 
I— 



o 
h- 
< 



< 
< 
< 
< 

CD 
< 
< 
< 



< 



LU 

o 

LU 

o 

UJ 
CO 

CD 

Q 
O 
O 

LU 
Q_ 
> 

Q 



^ 

C\j 

CD ° 



(QNnodO>iOV9 dod aaisnrav) aiisnbini 



/ 





T 
G 
C 
A 

T 
G 
C 
A 

T 

gI 

C | 
A ! 



FIG. 18A 



T 
G 
C 
A 

T 
G 
C 
A 

T 
G 
C 
A 




FIG. 18B 



n-2 n-1 n n+1 n+2 

w m w m w m w m w u m 



clc 



TIT 



GGTCAACGAGCAAG 
GGTCAATGAGCAAG 
GGTCAACGAGCAAG 
GGTCAATGAGCAAG 
GGTCAACGAGCAAG 
GGTCAATGAGCAAG 



R553X(C- 



FIG. 19A 




GGTCAATGAGCAAG 
GGTCAACGAGCAAG 
-GGTCAATGAGCAAG 
-GGTCAACGAGCAAG 
. GGTCAATGAGCAAG 
* GGTCAACGAGCAAG 



FIG. 19B 



FIG. 19C 



FIG. 19D 



i 



XXX xxxxx 

III I I I I I 



xxxxx 

OOOOO-^ HOHOOOO -* TTOOO 



J ^LLL) JbLLi^- 




REPEAT 



C A T A T 
A G C T G 
T T C C G 




FIG. 22 



Tt 



rn 



DIMERS: 




TCGA TCGA 




IN POLYNOMIAL NOTATION: 

(T + C + A + G) 2 = ALL DIMERS 



T T T T 



TRIMERS: 




FIG. 23 




o 

CO 
CD 




FIG. 26 



